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Merck Research Laboratories
Attention: Larry P. Bell, M.D.
Sumneytown Pike

West Point, PA 19486

Dear Dr. Bell:

Food and Drug Administration
Rockville MD 20857

JUN T} 1897

Please refer to your May 1, 1997 supplemental new drug applications (NDA) submitted under
section 505(b) of the Federal Food, Drug, and Cosmetic Act for Vasotec (enalapril maleate)
Tablets (NDA 18-998), Vaseretic (enalapril maleate/hydrochlorothiazide) Tablets

(NDA 19-221), and Vasotec (enalaprilat) 1.V. (NDA 19-309).

The supplemental applications provide for final printed labeling revised as follows:

NDA 18-998:

ADVERSE REACTIONS, Under the paragraph that begins “Other serious clinical
adverse experiences ...", Cardiovascular: “Raynaud's phenomenon” has been added.

ADVERSE REACTIONS, Under the paragraph that begins “Other serious clinical
adverse experiences ...", Nervous/Psychiatric: “dream abnormality” has been added.

ADVERSE REACTIONS, Under the paragraph that begins “Other serious clinical
adverse experiences ...", Miscellaneous, the first sentence has been revised from “A
symptom complex has been reported which may include a positive ANA, ...” to “A
symptom complex has been reported which may include some or all of the following: a

positive ANA, ... .”

HOW SUPPLIED: Three National Stock Numbers have been deleted: for 2.5 mg 100's,
5 mg 4,000’s, and 10 mg 4,000’s; and one has been added, for 2.5 mg 10,000’s.

NDA 19-221 and 19-309:

ADVERSE REACTIONS, Enalapril maleate, Cardiovascular:

phenomenon” has been added.

ADVERSE REACTIONS, Enalapril maleate,

abnormality” has been added.

“Raynaud’s

Nervous/Psychiatric: “dream
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ADVERSE REACTIONS, Enalapril maleate, Miscellaneous, the first sentence has
been revised from “A symptom complex has been reported which may include a positive
ANA, ..."” to “A symptom complex has been reported which may include some or all of the
following: a positive ANA, ... .” '
We have completed the review of these supplemental applications and have concluded that
adequate information has been presented to demonstrate that the drugs are safe and effective for
use as recommended in the final printed labeling included with your May 1, 1997 submissions.
Accordingly, the supplemental applications are approved effective on the date of this letter.

We remind you that you must comply with the requirements for an approved NDA set forth
under 21 CFR 314.80 and 314.81.

If you have any questions, please contact:

Ms. Kathleen Bongiovanni
Regulatory Health Project Manager
(801) 594-5334

Sincerely yours,

R ¢/vle;

Raymond J. Lipicky, M.D.

Director

Division of Cardio-Renal Drug Products
Office of Drug Evaluation |

Center for Drug Evaluation and Research
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(gcriginal NDA

HF-2/MedWatch (with draft/final labeling)

HFD-92 (with draft/final labeling)

HFD-110

HFD-40 (with draft/final labeling)

HFD-613 (with draft/final labeling)

HFD-735 (with draft/final labeling)

DISTRICT OFFICE

HFD-810/New Drug Chemistry Division Director

HFD-110/KBongiovanni

shb/5/28/97;6/9/97

R/D: JAdvani/5/28/97
RWolters/5/29/97
CResnick/5/29/97
CGanley/5/30/97
NMorgenstern/6/3/97

Approval Date:18-998 - 12/24/85
19-221 - 10/31/86
19-309 - 2/9/88
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NDA# 19-221

VASERETIC®
(Enalapril Malaate-Hydrochiorothiazide)
secretion. Although-the latter d Is small, it results in

small increases of sarum patassium. in hvpanansive patients .
treated with enalaprit maleate alone for up to 48 weeks, mean

in serum p of approximately 0.2 mEq/L
were observed. In paﬁents treated with enalapril maleate plus
a thiazide diuretic, there was essentially no change in gerum

TABLETS

VASERETIC®

(ENALAPRIL MALEATE-
HYDROCHLOROTHIAZIDE)}

{See PRECAUTIONS “%Removal of angiotensin I
neqative feedback on renin fetion leads to increased
plasma renin activity.

ACE Is identical to kininase, an en2zyme that degrades
bradykinia. Whether increased levels of bradykinin, a potent
vasadepressor peptide, play a role in the therapeutic effects
of analapril remains to be elucidated.

While the mechanism through which enalapril lowers
blood pressure cs believed to be primarily suppressnon of the

USE IN PREGNANCY

When used in pregnancy during the second and third
trimesters, ACE Inhibitors can cause Injury and even
death to the developing fatus. When pregnancy is
detected, VASERETIC should be dlscannnued as soon as
possible. See WARNINGS, Preg
Fatal/Neonatal Morbidity and Monallty

r fd one system, enalapril is antiby-
pertenslve even in patients with low-renin hypaertension.
Although enalapril was antihypartensive in all races studied,
black hyperlenswe patients {usually a low-renin hvpertensive

had a \er average resp to 1aprif
maleate monothsrapv than non-black patients. In contrast,
hydr ide was more effective in black g than
enalapril. Concomitant administration of enalapril maleate

and gIVdrk was equally eftective in black and

non‘ acl patlents
DEW“ON. PN N - and Matabolism: Following oral adminis-
VASERETIC' Hy ot com- tration ol enalapril maleate, peak serum concentrations of
bines an angiotensln converting pril | occur within about one hour. Based on urinary
maleate, nndadaurenc, hydrodﬂoromlallde reoovery, the extent of absorption of enatapril Is approxi-

is the mal; salt of enalapril, the ethyl
ester ofa lonq-acﬁng lnglommln convening enzyme inhibi-

mately 60 percent. Enalapril absorption is not influenced by
the presence of food inthe g act. F

ibed as
(S 1{N{1-{eth rbonyt)-3-ph yl]-l.—alanvll-c-pro-
line, (A- 2-butenediosts salt (1 213 In ernplrlcal formula Is

c,.,Hz.N,o;-QH‘O‘, and its structural formula is:

CH. <|:ucoon
@-cn cu,cnmw—co——« W CHOOOH
ooocu‘cu,

lapril is hydrolvzed to enalaprilat, which is 2
more patent anglotensin converting enzyme inhibitor than
enalapril; enalaprilat is poorly sbsorbed when administered :
orally. Peak serum concentrations of enalaprilat occur three
to four hours after an oral dose of enalaprii maleate. Excretion
of enalapilat and enalapril is primarily renal, Approximately
94 percent of the dose is recovered in the urine and feces as
enalapcilat or enatapril. The principal components in urine
are enalapritat, accounting for abaut 40 percent of the doss,
nnd Inmct enalaprll. There ls no evidence of metabolites of

ril, other than
Enalapril maleate is a white to oﬁMltectystalllnc powder Th° serum conce ion profile of ilat exhil ;
with & molecular weight of 492.53. It is sparingly prolong phase, app ¥ tepresenting a small
water, soluble in ethanol, and freely of the od dose that has been bound to
Enalapril is a pro-drug: followi itis ACE.Theamountbound does notincrease with doss, indicat-
bicsctivated by hydrolysis of the omvl estor ® enalaprilat, Ing a saturable site of binding. . The affactive half-life for accu-
which is the active angiotensin converting I it Io:::a\apvlm‘ it 9 iple doses of enalapril
g . maleateis 11 hours.
Hvdrodulommhzlde is Schloro-at-dlhvdro 2H-1.2, 4—b'e°n T:‘edlsp‘%clﬂonof I,“ la 3‘ I. _.‘_i in m wit:‘t
renal insufficiency is simllar to that In patients with norm.
mala is C7HECIN,O. Sy and s structurel formula s renal function untl the gl far filtration rate 1s 30 mUmin .

W

NH,S0;

Cl
H

1t is 8 white, or practically white, erysmlllne powder with a

or less, With glomerular filtration rate <30 mL/min, peak and hmsu-»\a«

trough enalaprilat lavels increase, time to peak concentration
increases and tima to steady state may be delayed. The effec-
tive haif-life of enalaprilat following multiple doses of enala-
pril maleate is prolonged at this level of renal lnsufﬁclency.
Enalaprllat is dialyzable auhe rateof62 mlJm
in dogs Indi that 1l Grossas the blood-

brain barrier poorly, if st all; enalaprilat doas not enter the
brain. Multiple dosas of analapril malsate in rats do notresult
in aooumulaﬁon in any tissues. Milk of lacnﬂng rats contdus
radioactivity fi of 1¥C il male-

ate. Radioactivity was s found to cross the placenta followin
m'feru"l“ weight z'f297 74, which ig sl inwater, of fabeled drug to pregnant hamsters. 9
00| Ph " ot ¥ .
VASERETIC is avallable In two tablat comblmﬂons of enal- o} with h ion of on of fmm mild :3 :
:221" malsat m':g‘na lalde, ‘S’ASE“E“C 5-12.5, ;?::ae results in & rofuct\l:lc&‘ of both :upln;c and standing
lapell Pt ! " usua lv no orthoststic component
thiazide and VASERET'C 26. ontaining 10 mg enslapril ) s infrequent with enala-
and 26 mg b a g pril alone but It can be In
are: iron oxides, | starch and  paiients, such as patients treated with dluretics. In clinical
other ingredients. trials with enalaprii and hydrochiorothiazide administered
CUNICAL PHARMACOLOGY concurrantly, syn

_ As 8 result of Iul diuretic eftacts, hydrochiorothiazide
renin

secre-
!ion. and decreases serum pounlum Admlnlstradon ‘of
enalapril maloate biocks the renin-g

cope d in 1.3 p of
{See WARNINGS and DOSAGE AND ADMIN/STRATION.}
In most pati died, after oral in of a
single dose of enatapril maleate, onset of antihypertensive
activity was seen at one hour with peak reduction of biood

a by four 1o six hours.
dI'\t raoommondod doses, antihypestensive sifects of enala-

axis and tends to the p n loss {ated with
the diuretic. .
\0 clinical studies, the extent of biood p ducti
seon with the of il mak and hydto-
thiazid additive. The sntihyper

tensive effect of VASERETIC was usually sustained for at Ieasl
2l hours.

y have been d for at least
z4 hours. In some paﬂems the effects may diminish toward
the end of the doslnq Inlaml, thls was less frequently
observed with taprit male-:
ato lnd hvdroehlorolhlazlde

and
l\yﬁfod\lommluida has little, or no eﬁsct on the bloav.llabll-

Ity of either drug. The tabletis b o
tion of the entities.
Enatapdl Maleate
of Action: £ mu hydrolysis to
ibi {ACE) In human

of | blood p duction may
roqulre several weeks of enalapril lhoupv in some patients.
The antihypertansive effects of enalaprif have continued
during long term therapy. Abrupt withdrawal of enatapril has
not been associated Mm a rapid increase In biood pressure.

nh Y in with ial hyper-
1on. blovd .

lat,
subjects and unlmals, ACE Eisa poptioM dipeptidase that cata-
lyzes the o the

I i I aiso
aldoscerom locndon by the odrsml cortax. Inhibition of ACE
results in d i, which leads to

pationts with i
°d pressuce re produce | wa
8

inp rterial
with an increase in cardiac output and Iltﬂo or no ehanae in
heart cate. F
there is an increase in renal blood ﬂow' glomofular filtration

. ratels umﬂy unchanqed. The effects appear to be similar in

decreased vasopressor activity andtod

° R red radermack of MERCK & €O, nc.
gVRIGHTO“xERCKlCO. inc., 1989, 1992

ype«anskm

ina cunlcal h tudy, | thacin or
was administered to hvpenonslve patients receiving enala
pril maleate. In this :ludv thare was no evidence of a blunting
of the antthyp action of enak

find:
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| VASERETIC®
{Enalapril Maleate-Hydrochlorothiazide)

Hydrochlorothiazide
The mechanism of the antihypertensive effect of thiazides
is unknown. Thiazides do not usually affect normat blood
| pressure. Hydrochlorothiazide is a diuretic and antihyperten-
sive. It affects the distal renal tubular mechanism of electro-
Iyte reabsorption. Hydrochlorothiazide increases excretion of
sodium and chlaride in approximately equivalent amounts.
Natriuresis may be accompanied by some loss of potassium
and bicarbonate. After oral use diuresis begins within two
hours, peaks in about four hours and lasts about 6 to 12 hours.
Hydrochlorothiazide is not metabolized but is eliminated
rapidly by the kidney. When plasma levels have heen fol-
lowed for at least 24 hours, the plasma half-life has heen
observed to vary between 5.6 and 14.8 hours. At least 67
percent of the oral dose is eliminated unchanged within 24
hours. Hydrochlorothiazide crosses the placental but not the
blood-brain barrier.

INDICATIONS AND USAGE

VASERETIC is indicated for the treatment of hypertension.

These fixed dose combinations are not indicated for initial
treatment {(see DOSAGE AND ADMINISTRATION).

In using VASERETIC, consideration should be given to the
fact that another angiotensin converting enzyme inhibitor,
captopril, has caused agranulocytosis, particularly in patients
with renal impairment or collagen vascular disease, and that
available data are insufficient to show that enalapril does not
have a similar risk. (See WARNINGS.)

In considering use of VASERETIC, it should be noted that

:, black patients recelvmg ACE inhibitors have been reponed to
g have a higher incid ioedema cc d 10 non-

blacks. (See WARNINGS, Angloodema)
CONTRAINDICATIONS
VASERETIC is contraindicated in patients who are hyper-

|

e

to any of this product and in patients
with a history of angioed related to previ
with an angi in converting Y B of
the hydrochlorothiazide component, this product is contrain-
dicated In patients with anuria or hypersensitivity to other
1 sulfonamide-derived drugs.
WARNINGS

General
Enalapnl Malea!e

hyp ion was rarely seen in
5 uncomphcated hypenenswe patients but is a possible conse-
quence of enalapril use in severely salt/volume depleted per-
sons such as those treated vlgorously with diuretics or
patients on dialysis.

Syncope has been reported in 1.3 percent of patients
recennng VASERETIC. In patients receiving enalapril alone,
} the Incid ofsyncopeis 0.5 p The overall inci
of syncope may be reduced bv proper titration of the individ-
ual components. {(See PRECAUTIONS, Drug Interactions,
K _IA_IDOVEHSE REACTIONS and DOSAGE AND ADMINISTRA-

N.}

in patients with severe congestive heart failure, with or
without associated renal Insufficiency, excessive hypoten-
. sion has been observed and may be associated with oliguria
¥ andfor progressive azotemia, and rarely with acute renal
% failure and/or death. Bacause of the potential fall in blood
i pressurs in these patients, therapy should be started under
very close medical supervision. Such patients should be
(ollowad closely for the first two weeks of treatment and

the dose of enalapril and/or diuretic is i
Similar consldefatlom may uoplY to patients with Ischemic
heartor whoman ive fallin

blood pressure could resultin 8 myocardial infarction or cere-
brovascular accldent.

If hypotension occurs, the patient should be placed in the
supine position and, if necessary, r receive an intravenous infu-
sion of normal saline. A transi T Isnot
a contralndication to further doses, which usually can be
glven without difficulty once the blood pressure has
3 increased after volume expansion.

. Anaphylactold and Posslbly nalntod Ructlans:
Presumably becauss ting yme inhibi-
tors affect the metabolism of eicosanoids and polypeptides,
including endogenous bradykinin, patients receiving ACE
¥ Inhibitors {Including VASERETIC) may be subject to a variety
F of adversa reactions, some of them sarious.

Y
)

gloedema: Angicedema of the face, extremitias, lips,
tongue, glottis and/or larynx has been reported in patients
treatad with angiotensin converting enzyme inhibitors,
including enalapril. This may occur at any time during treat-
ment. In such cases VASERETIC should be promptly discon-
3 tinued and appropriate therapy and monltorlng should be
§ provided until late and n ion of signs
and symp has od Ini where sweiling has
been confined to the face and lips the condition has generally
i resolved without treatment, slthough antihistamines have
. been useful in reliaving symptoms. Angloedema associated
with laryngeal edema may be fatal. Where there Is involve-
© ment of the tongue, glottis or larynx, likely to cause airway
i obstruction, appropriate therapy, e.g., subcutaneous epi-
-~ nephrinesolution 1:1000 (0.3 leoo 5 mL) and/or measures
necessary to ensure a patent alrway, should be promptly pro-
vided. {See ADVERSE REACTIONS.)

Patients with a history of angioedema unrelated to ACE
inhibitor tharapy may be at increased risk of angioedema
whiie receiving an ACE inhibitor (see also INDICATIONS AND
USAGE and CONTRAINDICATIONS).

TABLETS

VASERETIC®

ENALAPRIL MALEATE.
YDROCHLOROTHIAZIDE)

TABLETS
VASEFlETIC®

(ENALAPRIL MALEATE-
HVDROCHLOROTHIAZIDE)
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| VASERETIC®
(Enalapril Maleate-Hydrochlorothiazide}
: Anaphylactoid reactions during desensitization: Two
. patients undergoing desensitizing treatment  with
hymenoptera venom whila receivlno ACE Inhibitors sus-
! tained life-th In the same
patients, these reactions were avoided when ACE Inhibitors
were temporarily withheld, but they reappeared upon inad-
vertent rechallenge.

Anaphylactoid reactions during membrane exposure: Ana-
phylactoid reactions have been reported in patients dialyzed
with high-flux membranes and treated concomitantly with an
ACE inhibitor. Anaphylactoid reactions have also been
reported in patients undergoing low-density lipoprotein
apheresis with dextran sulfate absorption
Neutropenia/Agranulocytosis: Another angiotensin convert-
ing enzyime inhibitor, captopril, has been shown to cause
agranulocytosis and bone marrow depression, rarely in
uncomplicated patients but more frequently in patients with
renal impairment especially if they also have a collagen vas-
cular disease. Available data from clinical trials of enalapril
are insufficient to show that enalapril does not cause agranu-
locytosis at similar rates. Marketing experience has revealed
several cases of neutropenia or agranulocytosis in which a
causal relationship to enalapril cannot be excluded. Periodic
monitoring of white blood cell counts in patients with

llagen vascular di and renal di shouild be
considered.
Hepatic Failure: Rarsly, ACE inhibitors have been associated
with a syndrome that starts with cholestatic jaundice and
progresses to fulminant hepatic necrosis, and {somatimes)
death. The mechanism of this syndrome is not understood
Patients recelving ACE inhibitors who devel dice or
marked elevations of hepatic enzymes should discontinue
the ACE inhibitor and receive appropriate medical follow-up.
Hydrdchlorothiazide

Thiazides should be used with caution in severe renal

di in pati with renal di: thiazides may preclpl—
tata azotemia. Cumulative effects of the drug may develop in
p withi d renal functi

Thiazides should be used with caution in patients with
impaired hepatic function or progressive liver disease, since
minor alterations of fluid and electrolyte balance may precipi-
tate hepatic coma.

Sensitivity reactions may occur in patients with or without
a history of allergy or bronchial asthma.

The possibility of exacerbation or activation of systemic
{upus erythematosus has been reported.

Lithium generally should not be given wnh thlandes (see
PRECAUTIONS, Drug Inter D and
Hydrochlorothiazide).

Pregnancy
Enalapril-Hydrochlor

There was no teratogenicity in mice given up to 30 mg/kg/
day or in rats given up to 90 mg/kg/day of enalapril in combi-
nation with 10 mg/kg/day of hydrochlorothiazide. These
doses of enalapril are 4.3 and 26 times {mice and rats,
r ively) the m T ded human daily
dose {(MRHDD) when compared on a body surface area basis
(mg/m?); the dose of hydrochlorothlazide Is 0.8 times (in

VASE RETIC‘

Hydrochlorothiazide)

It oligohydramnios is observed, VASERE'nC should be dis-

d unless it is cor g for the mother.

Contraction stress testing (CST), a non -stress test {NST), or

biophysical profiling (BPP) may be appropriate, depending

upon the week of pregnancy. Patients and physicians should

be aware, however, that oligohydramnios may not appear
until after the fetus has sustained irreversible injury.

Infants with histories of in utero exposure to ACE inhibitors
should be closely observed for hypotension, oliguria, and
hyperkalemia. If oliguria occurs, attention should be directed
toward support of blood pressure and renal perfusion.
Exchange transfusion or dialysis may be required as means
of re ing hypotension and or subslituling for disordered
renal function. Enalaprit, which crosses the placenta, has
besr removed from neonatal circulation by peritoneal
diaiysis with some clinical benefit, and theoretically may be
removed by exchange transfusion, although there is no
experience with the latter procedure.

No teratogenic effects of enalapril were seen in studies of
pregnant rats and rabbits. On a body surface area basis, the
doses used were 57 times and 12 times, respectively, the
MRHDD.

Hydrochlorothiazide

Studies in which hydrochlorothiazide was orally adminis-
tered to pregnant mice and rats during their reSpective
periods of major organogenesis at doses up to 3000 and
1000 mg/kg/day, respectively, provided no evidence of harm
to the fetus. These doses are more than 150 times the
MRHOD on a body surface area basis. Thiazides cross the
placental barrier and appear in cord blood. There is a risk of
fetal or neonatal jaundice, thrombocytopenia and possibly
other adverse reactions that have occurred in adutts.
PRECAUTIONS
General
Enalapril Maleate

Impaired Renal Function: As a consequence of inhibiting
the renin-angiotensin-aldosterone system, changes in renal
function may be anticipated in susceptible individuals. In
patients with severe congestive heart failure whose renal
function may depend on the activity of the renin-angiotensin-
aldosterone system, treatment with angiotensin converting
enzyme inhibitors, including enalapril, may be associated
with oliguria and/or progressive azotemia and rarely with
acute renal failure and/or death.

inclinical studies in hypertensive patients with unilateral or
bilateral renal artery stenosis, increases in blood urea nitro-
gen and serum creatinine wera observed in 20 percent of
patients. These increases were almost always reversible
upon discontinuation of enalapril and/or diuretic therapy. In
such patients renal function should be monitored during the
first few weeks of therapy.

Some patients with hypertension or heart failure with no
apparent pre-existing renal vascular disease have developed
increases in blood urea and serum creatinine, usually minor
and transient, especially when enalapril has been given con-
comitantly with a diuretic. This is more likely to occur in
patients with pre- existing renal impairment. Dosage reduc-

tion of lapril and/or d ofthe diuretic may be
mice} and 1.6 times (in rats} the MRHOD. At these doses, required.
fetotoxicity expressed as a decrease in average fem! weight Evaluatlon of the hvper(enslvs patient should always
occurred in both ies. No fi Y d at lower of renal I
doses; 30/10 mg/kg/day of enalapril-hyd hi. in Hyperk Elevated serum potassium (greater than
rats and 10/10 mg/kg/day of enatapril-hydrochl vazidein 57 mEq/L) was observed in approximately one percent of
mice.

Whaen used in pregnancy during the second and third tri-
mesters, ACE inhibitors can cause injury and even death to
the dsveloping fetus. When pregnancy is detectad
VASERETIC should be d as soon as possible. {Se

Fetal/ I Morbidity and Mormhry,

below.)
Enalapril Maleate

Fetal/Neonatal Morbidity and Mortality: ACE inhibitors can
cause fetal and neonatal morbidity and death when adminis-
tered to pregnant women. Several dozen cases have been
reported in the world literature. When 1 pregnancy is detected,
ACE i should be di: tinued as soon as possibl

The use of ACE inhibitors during the second and m-rd
trimesters of pr has been jated with fetal and
neonatal Injury, i i { skull hypo-
plasia, anuria, reversible or Irreversible renal failure, and
death. Oligohydramnios has also been reported, presumably
resuiting from d fetal renal fu oligohydram-
nios In this setting has been associated with fetal limb con-
tractures, cranjofacial deformation, and hy ic lung

hypertensive patients in clinical trials treated with enalapril
alone. tn most cases these were isolated values which
resolved despite continued therapy, although hyperkalemia
was a cause of discontinuation of therapy in 0.28 percent of
hypertensive patients. Hyperkalemia was less frequent
(approximately 0.1 percent) in patients treated with enalapril
plus hydrochlorothiazide. Risk factors for the development of
hyperkalemia include renat insuﬁiciency, duabetes mellltus,
and the itant use of paring di

andjor
subsmutes. whlch should be used cautiously, If at all wlth
enalapril. {See Drug Interactions.)

Cough: Presurnably dueto the i of the degradati
of endogenous bradykinin, persistent nonproductive cough
has been reported with all ACE inhibitors, always resolving
after discontinuation of therapy. ACE inhibitor-induced cough
should be cc ad in the diff ial diagnosis of cough.

Surgery/Anesthesia: In patients undergoing major surgery
or during anesthesia with agents that produce hypotension,

fapril may block angi in |l formation sacondary to

development. Prematurity, intrauterine growth retardation,
and patent ductus arteriosus have also been reposted,
although it is not clear whether these occurrences were due
to the ACE-inhibitor exposure.

cor ry renin . If hypotension occurs and Is
considered 1o be due to this mechamsm, it can be corrected
by volume expansion.
Hydrochlorothiazide

Peuodlc determmauon of serum efectrolytes to detect

These adverse oﬂects do not appear to have tted from

ACE-i @ that has been limited to
the first trimester. Mothers whose embryos and fetuses are
exposed to ACE Inhibitors only during the first trimester
should be so informed. Nonetheless, when patients become
pregnant, physicians should make every effort to discontinue
the use of VASERETIC as soon as possible.

Rarely (probably less often than once in every thousand
pragnancies), no alternative to ACE inhibitors will be found.
In these rare cases, the mothers shouid be apprised of the
potential hazards to their fetuses, and serial ultrasound
examinations should be performed 10 assess the intraamni-
otic environment.

B WA

lyte imbatance should be performed at
appropriate intervals. All patients  receiving thiazide therapy
should be observed for clmical sugns of ﬂuld or electrolym
i hypc is, and
hypokalemia. Serum and urme electrolyte determinations
are particularly important when the patient is vomiting exces-
sively or receiving parenteral fluids. Warning signs or symp-
toms of fluid and electrolyteimbalance, irrespective of cause,
include dryness of mouth, thirst, weakness, lothargy, drowsi-
ness, restlessness, confusion, seizures, muscle pains or
cramps, muscular fatigue, hypotension, oliguria, tachycar-
dia, and gastrointestinal disturbances such as nausea and
vomiting.
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VASERETIC® VASERETIC®
(Enalapril Mal Hydrochlorothiazid {Enalapril Mal Hydrochtorothi )
Hypokatemia may devalop, especially with brisk diuresis,  ics (e.g.. &pi L i ene, Or amiloride), potas.
when severe cirrhosis is p t, or after prol d th sium lements, or -containing salt substitutes

g pY-
Interference with adequate oral efectrolyte intake will also
ibute to hypokalemia. Hypokalemia may cause cardiac
arrhythmia and may also sensitize or exaggerate the
response of the heart to tha toxic effects of digitalis (e.g.,
increased ventricular irritability). Because enalapril reduces
the production of aldosterone, concomitant therapy with
enalapril aftenuates the diuretic-induced potassium loss (see
Drug Interactions, Agents Increasing Serum Potassium).

Although any chioride deficitis generally mild and usually
does nol require specific treatment except under extraordi-
nary circumstances (as in liver disease or renal disease),
chloride reptacement may be required in the treatment of
metabolic atkalosis.

Dilutionat hyponatremia may occur in edematous palients
in hot weather; appropriate therapy is water restriction,
ralher than administration of salt except in rare instances
when the hyponatremia is life-threatening. In actual salt
depletion, appropriate replacement is the therapy of choice.

Hyperuricemia may occur or frank gout may be precipi-
tated in certain patients receiving thiazide therapy.

In diabetic patients dosage adjustments of insulin or oral
hypoglycemic agents may be required. Hyperglycemia may
occur with thiazide diuretics. Thus latent diabetes mellitus
may becorne manifest during thiazide therapy.

The antihypertensive effects of the drug may be enhanced
in the postsympathectomy patient.

if progressive renal impairment becomes evident consider
withholding or discontinuing diuretic therapy.

Thiazides have been shown to increase the usinary excre-
tion of magnesium; this may result in hypomagnesemia.

may lead to significant increases in serum potassium. There-
fore, if concomitant usa of these agents is indicated because
of demonstrated hypokalemia they should be used with
caution and with frequent monitoring of serum potassium.

Lithium: Lithium toxicity has been reported in patients
receiving lithium concomitantly with drugs which cause elim-
ination of sodium, including ACE inhibitors. A few cases of
lithium taxicity have been reported in patients receiving
concomitant enalaprit and fithium and were reversible upon
discontinuation of both drugs. it is recommended that serum
{ithium levels he monitored frequently if enalapril is adminis.
tered concomitantly with lithium,

Hydrochlorothiazide

When administered concurrently the following drugs may
interact with thiazide diuretics:

Alcohol, barbiturates, or narcotics — patentiation of ortho-
static hypotlension may occur. .

Antidiabetic drugs {oral agents and insulin) — dosage
adjustment of the antidiabetic drug may be required.

Other antihypertensive drugs — additive effect or potentia-
tion. -

Cholestyfamine and colestipol resins — Absorption af
hydrochlorothiazide is impaired in the presence of anionic
exchange resins. Single doses of either cholestyramine or
colestipol resins bind the Fiydrochlorothiazide and reduce its
absorption from the pastrointestinal tract by up to 85 and 43
percent, respectively.

Corticosteroids, ACTH— intensified slectrolyte depletion,
particularly hypokalemia.

Thiazides may decrease urinary calcl Thia-
zides may cause intermittent and slight elevation of serum
calcium in the absence of known disorders of calcium
metabolism. Marked hypercalcemia may be evidence of
hidden hyperparathyroidism. Thiazides should be discontin-
ued before carrying out tests for parathyroid function.

Increases in cholesterol and triglyceride fevels may be
assaciated with thiazide diuretic therapy.
information far Patien

Angioed: Angioed including laryngeal edema,
may occur atany time during treatment with angiotansin con-
verting enzyme inhibitors, including enalapril. Patients
should be so advised and told to report immediately any
signs or symptoms suggesting angioedema (swelling of face,
extremities, eyes, lips, tongue, difficulty in swallowing or
breathing) and to take no more drug until they have consulted
with the prescribing physician.

Hypotension: Patients should be cautioned to report light-

tubocurarine) -~ possible increased responsiveness to the
muscle relaxant. !

Lithium — should not generally be given with diuretics. "
Diuretic agents reduce the renal clearance of lithium and add -
a high risk of lithium toxicity. Refer to the package insert for °
lithium preparations before use of such preparations with
VASERETIC.

Non-steroidal Anti-inflammatory Drugs— In some
patients, the administration of a non-steroidal anti-inflamma-
tory agent can reduce the dluretic, natriuretic, and antihypaer-
tensive effects of loop, potassium-sparing and thiazide
diuretics. Therefore, when VASERETIC and non-steroidal
anti-inflammatory agents are used concomitantly, the patient
should be observed closely to determine if the dasired effect
ofthe diuretic is obtained.

Pressor i {e.g.. norepinephrine)— possibl
d d resp top ines but not sufficient to ;
praciude their use. ) !
Skeletal muscle relaxants, nondepolarizing (e.g., I

headedness especially during the first fow days of therapy. If
actual syncope occurs, the patients should be told to discon-
tinue the drug until they have consulted with the prescribing
physician.

All patients should be cautioned that excessive perspira-
tion and dehydration may lead to an excessive fall in blood
pressure because of reduction in fluid volume. Other causes
of volume depletion such as vomiting or diarrhea may also
lead to a fall in blood pressure; patients should be advised to
consult with the physician.

Hyperkalemia: Patients should be told not to use salt

bsti ining p ium without iting their

physician.
Nautropenia: Patients should be told to report promptly
any indication of infection {e.g., sore throat, fever) which may

ar is, lenpai of Fertility
Enalapril in combination with hydrochlorothiazide was not

mutagenic in the Ames microbial mutagen test with or with- FERSER

out metabolic activation. Enalapril-hydrochlorothiazide did
not produce DNA single strand breaks in an n vitro alkaline
etution assay in rat hepatocytes or chromasomal aberrations
in an in vivo mouse bone marrow assay.
Enalapril Maleate

There was no evidence of a tumorigenic effect when enala-
pril was administered for 106 weeks to male and female rats
at doses up to 90 mg/kg/day or for 94 weeks to male and
female mice at doses up to 90 and 180 mg/kg/day, respec-
tively. These doses are 26 times (in rats and fernale mice} and :
13 times {in male mice) the { T ded h
gally dose {MRHDD) when compared on a body surface area

asis.

be a sign of neutropenia. . " : : H
Preg Female pati of chit ing age should be Neither ‘er:\ftl‘:pnl mulgateun?( the active diacid was !
told about the of d- and third-trimest cames

) gen test with or with-

exposure to ACE inhibitors, and they should also be told that
these consequencas do not appear to have resulted from
intr i CE-inhibi @ that has been limited to
the first trimester. These patients should be asked to report
pregi ies to their physicians as soon as possible.

NOTE: As with many other drugs, certain advice to patients
being treated with VASERETIC is warranted. This information
is intended to aid in the safe and effective use of this medica-
tion. It is not a disclosure of all possible adverse or intended
effects.

Drug Interactions
Enaiapril Maleate
Hypotension — Patients on Diuretic Tharapy: Patients on
m di el

out hal: nth E

il was also neg in the

0 g icity fec-assay, reverse mutation :
assay with E. cofi, sister chromatid exchange with cultured :
mammalian cells, and the micronucieus test with mice, as
well as in an in vivo cytogenic study using mouse bone mar-
row.

There were no adverse effects on reproductive performance
of male and female rats treated with up to 80 mg/kg/day of
enatapril (26 times the MRHDD when compared on a body sur-
face area basisl.

Hydrochlorothiazide

Two year feeding studies in mice and rats conducted under

the auspices of the National Toxicology Program (NTP}
d no evid ofa i i lat of hydro-

N i

diuretics and especially those in who py was

in female mice at doses up to approximately

recently instituted, may occasionally experience an
reduction of blood pressure after initiation of therapy with
enalapril. The possibility of hypotensive effects with enalapril
can be minimized by either di inuing the diuretic or
increasing the salt intake prior to initiation of treatment with
tapril. Wit is 04 i the diuretic, provide
maedical suparvision for at least two hours and until bload
pressure has stabilized for at least an additional hour. (See
WARNINGS, and DOSAGE AND ADMINISTRATION.}

Agents Causing Renin Release: The antihypertensive effect
of enalapril is augmented by antihypertensive agents that
cause renin release (e.g., diuretics).

Other Cardiovascular Agents: Enalapril has been used con-
comitantly with beta adrenargic-blocking agents, methyl-
dopa, nitrates, calcium-blocking egents, hy e and
prazosin without evidence of clinically significant adverse
interactions.

Agents Increasing Serum P
diuretic-induced g« ium loss. P

Enalapril at
i paring diuret-

600 /kg/day (63 times the MRHDD when compared on a
body surface area basis) or in male and female rats at doses
up to approximately 100 mg/kg/day (18 times the MRHDD
when compared on a body surface area basis). The NTP. how-
ever, found equivocal evid for by inogenicity in
male mice.

Hydrochlorothiazide was notgenotoxic in vitroin the Ames
mutagenicity assay of Salmonella typhimurium strains
TA 98, TA 100, TA 1535, TA 1537, and TA 1538 and in the Chi-
nese Hamster Ovary {CHO) test for chromosomal aberra-
tions, or /n vivo in assays using mouse germinal cell
chromosomes, Chinese hamster bone marfow chromo-
somes, and the Drosophila sex-linked ive laethal trait
gene. Positive test results were obtained only In the in vitro
CHO Sister Chromatid Exchange {clastogenicity} and in the
Mopso Lymphoma Cell (mutagenicity) assays, using concen-
trations of hydrochlorothiazide from 43 to 1300 pg/mL, and in
the Aspergilfus nidulans non-disjunction assay atan unspeci-

ed concentration.




VASERETIC®
{Enalapril Maleate-Hydrochiorothiazide)

Hydrochlorothiazide had no adverse effects on theertility
of mice and rats of either sex in studies wherein these spo-
cles were exposed, via thelr diet, 10 doses of up to 100.and
4 mg/kg, respectively, prior to ing and throughout gesta-

N

tion. In mice and rats these doses are 9 times and 0.7 times, _
respactively, the MRHDD when compared on a body surface

area basis.
Pregnancy

Pregnancy Categories Clfirst trimester) and D (second and

third trimesters). See WARNINGS, Pregnancy, Enalapril Male-
ate, Fetal/Neonatal Morbidity and Mortality.
Nursing Mothers

Enalapril, enataprilal, and hydrochlorathiazide have been
detected in human breast milk. Because of the potential for
serious reaclions in nursing intants from either drug, a deci-
sion should be made whether 10 discontinue nurging or to
discontinue VASERETIC, taking into account the importance
of the drug to the mother.
Pediatric Use

Safety and effectiveness in pediatric patients have not been
established.

ADVERSE REACTIONS )

VASERETIC has been evaluated for safety in more than
1500 patients, including over 330 patients treated for ono year
or more. In clinical trials with VASERETIC no adverse experi-,
ences peculiar to this combination drug have been obsarved.
Adversa experiencesthathave occurred, have been limited to
those that have been previously reported with enalaprii or
hydrochlorothiazide. R

The maost frequent clinical adverse experiences in con-
trolied trials were: dizziness (8.6 percent), headache {5.5 pér-
cent), fatigue (3.9 parcent) and cough (3.5 percent). Generally,
adverse experiences were mild and transient in nature.
Adverse experiences occurring in greater than two percent of
patients treated with VASERETIC in controlled clinical trials
are shown below.

Percent of Patients
in Controlled Studies '
VASERETIC Placabo
{n=1580} (n=230)
Incidence Incidence
(discontinuation)
Dizziness 8.6 (0.7) 43
Headache $.51(0.4) 9.1
Fatigue 3.9{0.8) 26
Cough 3.5(0.4) 0.9
Muscle Cramps 2710.2) 0.9
Nausea 2.5{0.4) 17
Asthenia 2.4{0.3) 0.9
Qrthostatic Effects 23(<0.%) 0.0
Impotence 2.2(0.5) 05
Diarrhea 2.1 (<0.1) 17

Clinical adverse experiences occurring in 0.5 to 2.0 percent

of patients in controlied trials included: Body As A Whole: -

Syncope, chest pain, abdaminat pain; Cardiovascular: Ortho-
static hypotension, palpitation, tachycardia; Digestive: Vomit-
ing, dyspepsia, ipation, fiatul dry h; Nervous/
Psychiatric: lnsomnia, nervousness, paresthesia, somno-
lence, vertigo; Skin: Pruritus, rash; Other: Dyspnea, gout,
back pain, arthralgia, diaphoresls, decreased libido, tinnitus,
urinary tractinfection.

Angioadema: Angloedema has been reported in patiants
receiving VASERETIC, with an incidence higher in black than
in non-black Angioed {ated with laryngeal
edema may be fatal. If angioedema of the face, extremities,
lips, tongue, glottis and/or larynx occurs, treatment with
VASERETIC should be inued and appt {ate therapy
Instituted immediately. (See WARNINGS.)

Hypotension: In clinical trials, adverse effects relating to
hypotension accurred as follows: hypatension (G.9 percent),
orth ic h i 15 p t), other orth {
effects (2.3 percentl. In addition syricope occurred in 1.3 per-
cant of patients. (See WARNINGS.}

Cough: Sea PRECAUTIONS, Cough.

Clinical Laboratory Test Findings

Serum Electrofytes: See PRECAUTIONS.

Creatinine, Blood Urea Nitrogen: In controlled clinical trials
minor increases in blood urea nitrogen and serum creatinine,

ible u, di of therapy, were observed in
about 0.6 px of pati with ial hypertension
treated with VASERETIC. More marked increases have been
reported in other enalapril experience. Increases are more
likely to oceur in patients with renal artery stenosis. (See PRE-
CAUTIONS.)

Serum Uric Acid, Glucose, Magnesium, and Caicium: See
PRECAUTIONS.

Hi lobin and H it: Smalil d inh

& o LA :
bin and hematocrit {(mean decreases of approximately 0.3g |
percent and 1.0 vo! percent, respectively) occur frequently in :
hypertensive patients treated with VASERETIC but are rafely '

of clinical importance unless another cause of anemia coex-

Ists. In clinical trials, less than 0.1 percent of patients discon- .

tinued therapy due to anemia.
Liver Function Tests: Rarely, elevations of liver enzymes

and/or serum bilirubin have occusrred (see WARNINGS, :

Hepatic Failure).

Other adverse reactions that have been reported with the
Individual components are listed below and, within each cat-
egory, are in order of decreasing severity.
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{Enalapril Mal + l.d.w-..u.

Enalanril E il ha

s been 4 d for

VASERETIC‘
(Ei

hvdrachiarathl

safety in more than 10 000 patiemn ln clinicat trials adverse
reactions which occurred with enalapril were also seen with
VASERETIC However, slnce enalapril has been marketed, the
r have been reported: Body As A

Whole Anaphvlactold reactions (sesa WAANINGS, Anaphy-
* lactoid reactions during membrane exposure); Cardiovascu-
lar; Cardiac arrest; myocardia! infarction or cerebrovascular
accident, possibly secondary to excessive hypotension in
high risk patients (see WARNINGS, Hypotension); pulmonary
embolism and infarction; pulmonary edema; rhythm distur-
bances including atrial tachycardia and bradycardia; atrial
fibriliation; hypotension; angina pectoris, Raynaud's phe-
nomenon; Digestive:lleus, pancreatitis, hepatic failure, hepa-
titis (hepatocellular [proven on rechalienge] or cholestatic
jaundice) {see WARNINGS, Hepatic Failure}, melena, anor-
exia, glossitis, stomatitis, dry mouth; Hematologic: Rare
cases of neutropenia, thrombocytopenia and bone marrow
- depression. Hemolytic anemia, including cases of hamolysis
in patients with G-6-PD deficiency, has been reported; a
causal relationship to enalapril cannot be excluded. Nervous
System/Psychiatric: Deprassion, confusion, ataxia, periph-
eral neuropathy {e.g., paresthesia, dysesthesia), dream
abnormality; Urogenital: Renal failure, oliguria, renal dys-
function, {sse PRECAUTIONS and DOSAGE AND ADMINIS-

Thy dose should generally not
be "Increased untl 2- 3 ‘weeks have. elapsed, in general,
patients do not require doses in excess of 20 mg of enalapril
or 50 mg of hydrochlorothlazide. The daily dosage should not
exceed four tablets of VASERETIC 6-12.6 or two tablets of
VASERETIC 10-25.

Replacement Therapy: The combination may be substn
tuted for the titrated components.

Use in Renal Impairment: The usual regimens of (herapv
with VASERETIC need notbe adjusted as long as the patient's
creatinine clearance is >30 mL/min/1.73m? (serum creatinine
approximately <3 mg/dL or 265 pmol/L). In patients with
mare severe renalimpairment, loop diuretics are preferred to
thiazides, so enalapril maleate-hydrochlarothiazide is not
recommended (see WARNINGS, Anaphylactoid reactions
during membrane exposure).

Use in Eiderly: Clinical studies of VASERETIC did not
include sufficient numbers of patients aged 65 and over to
determine whether they respond differently from younger
patients. In general, dose selection for an elderly patient
should be cautious, usually starting at the low end of the dos-
ing range.

HOW SUPPLIED -

No. 3644 —_ Tablets VASERETIC 5-12.5 are green, sqlared

TRATIONY), flank pain, gy
. Infiltrates, bronchospasm, pneumonia, bronchlﬁs, rh|nor-
* rhea, sore throat and hoar

d tablets, coded MSD on one side
and 173 on the omer Each tablet contains 5 mg of enalapril

pi
Infacnon Skin: Exfoliative dermatitis, toxic epidermal nacro!—
ysis, S n syndro herpos zoster, erythema
muitiforme, urticaria, hi photo-
sensitivity; Special Sanses: Blurrad vision, taste alteration,
lnosmla, conjunctivitis, dry eyes, tsarmg

A has been reported
whlch may include soms or.ali of the following: a | poslﬁve
ANA, an elevated erythrocyte rate, ar o

and 12.5 mg of hydrochlorothiazide. They are sup-
plied as follows:

NDC 0006-0173-68 bottfes of 100 (with desiccant).

No. 3418 — Tablets VASERETIC 10-25, are rust, squared
capsule-shaped, compressed tablets, coded MSD 720 on one
side and VASERETIC on the other. Each tablet contains 10 mg
of enalapril mateats and 25 mg of hydrochlorothiazide. They
are supplied as follows:

NDC 0006-0720-68 bottles of 100 {with desiccant).

arthritls, myalgia/myositis, fever, serositis, vasculitis, leuko-
cytosis, eosinophilia, photosensitivity, rash and other derma-
tologic manifestations. "

FeuwNeonaral Mom ty and Montality: See WARNINGS,

! Fetal/ [ Morbidity and
Mommry

Hydrachlomthlazlda Bodyasa Whola Weakness, Dlges-
tive: Pancreatitis, j
sialadenitis, cramping, oastrlc lrrlmﬁon, anorexia. Hemaro-
logic:  Aplastic
hemolytic anemia, mrombocvtopema, Hyparsensltlvlry' Pur-
pura phatosensitivity, urticaria, necrotizing angims {vasculi-
ktis and cutaneous vasculitis), fever, respiratory distress
including pneumonitis and pulmonary edema, anaphylactic
reactions; Musculoskeletal: Muscle spasm; Nervous System/
Psychiatric: Restlessness; Renal: Renal failure, renal dysfunc-
tion, interstitial nephritis (see WARNINGS); Skin: Erythema
muitiforme including Stevens-Johnson syndrome, exfolia-
tive dermatitis including toxic epidermal necrolysis, alopecia;
¥-Special Senses: Transient blurred vision, xanthopsia.
OVERDOSAGE - 2 2

No specific information is available on the treatment of
overdosage with VASERETIC. Treatment is symptomatic and
supportive. Therapy with VASERETIC should be discontinued
Land the patient observed closely. Suggested measures
ilnclude Inducuon of emesls and[or gastric Iavage, and correc-

tion of Y ‘electrolyte imb
by established procadurés. : .
Enalspril Msleate — Single oral doses of enalapril above
1,000 mg/kg and 21,7756 mg/kg were associated with lathality
In mice and rats, respectively. The most likely manifestation
of ovofdosaqe ‘would be hypotension, for which the usual
t would be intra of t saline
solution. Enalaprilat may be removed from general circula-
tion by hemodialysis and has been removed from monaul
circulation by peritoneal dialysis.
Hydrochlorothiazide — Lethality was not observed after
administration ofan oral dose of 10 g/kg to mice and rats. The
most 'eommon slgns and symptoms observod are lhose

mia, hvponatremla) arid dahydru\ion resulting from exces-
sive dluresls 1f digitalis” has also been admInlstered

YPO may acc N diac arrhyth h
DOSAGE ‘AND ADMINISTRATION )
Enalapril and h are off
for hyper fon, The usual range of enalapril is 10 to

40 mg per.day administered in a single or two divided doses;
hydrochlorothiazide Is effective in doses of 26 to 100 mg
daily. The side effects {see WARNINGS) of enalapril are gener-
ully rare and apparently Indepefndent of do:e. tho:e ofhydro-
ide are a of dose p
(primarity h and dose-ind d h
{e.g.. pancmaﬁtlsl, the former much more common than the
latter. Therapy with any comblnnlon of enalapri! and hydro-
will be with both sets of dose-inde-
pendent side effacts but the addition of enalapril in clinical
\rlals blunmd me hvpokalsmia normally seen with diuretics.
di side effects, It is usually
approprlam to begln combination therapy only after a patient
has failed to achieve the desired effect with monotherapy.
Dose Titration Guided by Cllnlcal Effect: A patient whose
blood p is notad d with either enata-
prt or hvdroch|orom|az|de monotherapy may be given
VASERE‘HC §-12.5 or VASERETIC 10-25. Further | increasas of
1l, hy or both d d on clinical

: Store balow 30°C {86°F) and avoid transient temper-
atures above 50°C (122°F). Keep container nghﬂvclosed Pro-
tect from moisture.

Di: in a tight , if product packag ls subdi-
vided.

o MERCK & CO., INC., West Poi, PA 19486, USA

Issued February 1997
Printed in USA
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RHPM Review of Labeling

NDA: 18-998/5-053 Vasotec (enalapril maleate) Tablets
19-221/5-023 Vaseretic (enalapril maleate/HCTZ) Tablets
19-309/5-021 Vasotec (enalaprilat) 1.V.

Date of submissions: May 1, 1997
Date of ‘receipt: May 6, 1997 -
Applicant: Merck Research Laboratories e

b

Background: Based on adverse reaction reports, Merck has submitted revised final printed
labeling for these three NDAs. The cover letters note that the labeling will be used in all
production and sample packaging on or before 7/1/97, in all product sold or distributed on or
before 9/1/97, and in all promotional pieces on or before 5/1/97.

Review: These supplements provide for final printed labeling revised as follows:

NDA 18-998: :
ADVERSE REACTIONS, Under the paragraph that begins “Other serious clinical adverse
experiences ...", Cardiovascular: “Raynaud’s phenomenon” has been added.

ADVERSE REACTIONS, Under the paragraph that begins “Other serious clinical adverse
experiences ...", Nervous/Psychiatric: “dream abnormality” has been added.

ADVERSE REACTIONS, Under the paragraph that begins “Other serious clinical adverse
experiences ...", Miscellaneous, the first sentence has been revised from “A symptom complex
has been reported which may include a positive ANA, ...” to “A symptom complex has been
reported which may include some or all of the following: a positive ANA, ...”

HOW SUPPLIED: Three National Stock Numbers have been deleted: for 2.5 mg 100’s, 5 mg
4,000’s, and 10 mg 4,000’s; and one has been added, for 2.5 mg 10,000's.

DA 19-221 -309: . )
ADVERSE REACTIONS, Enalapril maleate, Cardiovascular: “Raynaud’s phenomenon” has been
added. '

ADVERSE REACTIONS, Enalapril maleate, Nervous/Psychiatric: “dream abnormality” has been
added.

ADVERSE REACTIONS, Enalapril maleate, Miscellaneous, the first sentence has been revised
from “A symptom complex has been reported which may include a positive ANA, ...” to “A

symptom complex has been reported which may include some or all of the following: a positive
ANA, ..”

Recommendation: | will prepare an approval letter for these supplements. They fall under
21 CFR 314.70 (c) Supplements for changes that may be made before FDA approval.



cc: 18-998/S-053
19-221/8-023
19-309/S8-021
HFD-110 (all)
HFD-110/KBongiovanni
HFD-110/SBenton
HF-2/MedWatch

kb/5/23/97.

Kathleen F. Bongio;anni



